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Sir: 

This is an appeal from the final rejection of claims 33-57 in the Office Action 
mailed July 21,2003, in the above-identified patent application, A Notice of Appeal was 
mailed on May 24, 2004. The original Appeal Brief was mailed on July 23, 2004, with 
an amendment. The Commissioner was authorized to charge $165.00 for the filing of 
this Appeal Brief, which is the appropriate fees for a small entity, to Deposit Order 
Account No. 50 3129. This Brief is filed in response to the Advisory Action mailed 
October 7, 2004, and the Notice of Non-Compliant Appeal Brief mailed October 7, 2004. 
It is believed that no additional fee is required with this submission. However, should an 
additional fee be required, the Commissioner is hereby authorized to charge the fee to 
Deposit Account No. 50-3 129. 
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(1) REAL PARTY IN INTEREST 

The real party in interest of ibis application is the assignee Collegium 
Pharmaceuticals, Providence, RI. 

(2) RELATED APPEALS AND INTERFERENCES 

There are no related appeals or interferences known to appellant, Hie undersigned, 
or appellant's assignee which directly affects, which would be directly affected by, or 
which would have a bearing on the Board's decision in this appeal. 

(3) STATUS OF CLAIMS ON APPEAL 
Claims 33-57 are pending and on appeal. 

(4) STATUS OF AMENDMENTS 

The claims were last amended in the amendment mailed on December 3, 2003. 
Appendix I sets forth the claims on appeal. An amendment accompanies this response. 
The Advisory Action maUed October 7, 2004, notes that this amendment would be 
entered. 

(5) SUMMARY OF THE INVENTION 

The invention is a two component drug formulation. The first component is 
designed to rapidly release drug within the mouth, where it is taken up in an effective 
amount through the buccal or sublingual surface. Suitable drugs are low molecular 
weight compounds (typically under 350 daltons, see page 6, lines 13-15) or the 
specifically listed compounds (pages 9-10) that demonstrate rapid onset when 
administered intraorally (page 7, lines 20-23) since they are not ingested, but are 
absorbed directly into the systemic circulation. These drugs may also have a low 
bioavailability if administered orally due to first-pass metabolism (page 6, lines 15-19). 
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The dosage of the drug is low, in the range of 1 microgram to 50 tng, more typically 10 
micrograms to 30 mg (page 6, lines 1-2)- The second component is designed to be 
released orally, where it is swallowed for uptake within the gastrointestinal tract. The 
first intraoral component is released rapidly, in some cases within 10 minutes of 
contacting the saliva (page 20, lines 1-2). Th& release of the second component may be 
immediate, continuously released, or released after a delay over a period of 0.5 to 12 
hours (page 8, lines 1-4). The formulation may be chewable (page 8 5 line 5), The 
formulation may contain a signaling system between the first and second component 
(page IS, lines 5-10). The first and second components may consist of a single layer or 
multiple layers or a core in a tablet or capsule (page 21). These may be coated with a 
film or a compression coating (page 21, Hues 22-25). The composition may include an 
effervescent agent (page 22, lines 15-17; page 23, lines 1-3). The second oral component 
may include a delayed release coating (page 24, lines 24-26) or a sustained release 
formulation (page 26, lines 24-26) releasing for 0.5 to 24 hours (page 27, line 1). 
(6) ISSUES ON APPEAL 

The issues presented on appeal are: 

(a) whether claim 51 is indefinite under 35 U.S.C. 1 12; and 

(b) whether claims 33-43, 45, 47, and 49-57 axe obvious under 35 U.S.C. 103 
over U.S- Patent No. 5,053,032 to Barclay, et al; 

(c) whether claims 33-43, 45, and 47-57 are obvious under 35 U.S.C 103 over 
US. Patent No. 5,702,723 to Griffin in view of U.S. Patent No. 4,661,492 to Lewis, et 
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(d) whether claims 44 and 46 are obvious under 35 U.S.C. 103 over U.S. Patent 
No. 5,702,723 in view of U.S. Patent No. 4,814,181 to Jordan, et aL; and 

(e) whether claims 33-39, 42-50, 52, 53, and 55-57 are obvious under 35 U.S.C. 
103 over GB 800,973 in view of U.S. Patent No. 4,661,492 to Lewis, et aL 

Appellants have agreed to filing of a Terminal Disclaimer in response to the 
double patenting rejections, once the claims have been found to otherwise be allowable. 

(7) GROUPING OF THE CLAIMS 

The claims do not stand or fell together as discussed below. 

(8) ARGUMENTS 

(a) Rejection under 35 U.S.C 112, second paragraph 

Claim 5 1 has been rejected on the basis that it is drawn to broad drug categories 
(""), but that it depends from a claim drawn to specific drags, claim 41 . 
Claim 41 defines the following composition: 
A pharmaceutical composition comprising: 

(a) a first intraoral portion which rapidly dissolves or disintegrates intraorally to 
release a therapeutically effective amount of at least one pharmaceutical^ active 
ingredient which is absorbed sublingually in a therapeutically effective level, 

the active ingredient having a molecular weight not exceeding 350 
daltons or am active iwgredient selected from the group consisting of Buprenorphine, 
Parecoxib, Aceclofenac, Buspirone, Ipsapirone, Fexofenadine, Loratadine, 
Dexbrompheniramine, Temelastine, Verapamil, Amlodipine, Ergotamine Tartrate, 
Dihydroergotamine, Ondansetron, Prochlorperazine, Sildenafil, Alprostadil, Sufentanil, 
Lofentanil, Carfentanil, Nalbuphine, Droperidol, and Haloperidol, being present in an 
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amount between 1 micrograms and 50 mg, and having a rapid onset following intraoral 

administration, and 

the first intraoral portion comprising a pharmaceutically acceptable 
effervescent agent which generates effervescence when contacted with salivary fluid; and 

(b) a second oral portion located within the first portion which is released into the 
gastrointestinal tract in a therapeutically effective amount after the intraoral portion has 
disintegrated or dissolved, (emphasis added) 

Claim 5 1 therefore further limits the definition of the compounds having a 
molecular weight not exceeding 350 daltons, which are not limited to specific 
compounds. 

The Advisory Action mailed October 7, 2004, does not indicate whether the 
amendment to claim 51, now entered, moots this rejection, however, it should have done 
so. 

(b) Rejections Under 35 U.S.C- § 103 

The U.S. Patent and Trademark Office has the burden under 35 U.S.C. § 103 to 
establish zprima facie case of obviousness. In re Warner et al., 379 F.2d 101 1 , 154 
U.S.P.Q. 173, 177 (C.C.P.A. 1967), In re Fine, 837 F.2d 1071, 1074, 5 U.S-P.Q.2d 1596, 
1598-99 (Fed. Cir. 1988). In rejecting a claim under 35 U.S.C. § 103, H» Examiner must 
establish uprima facie case that: (i) the prior art suggests the claimed invention; and (ii) 
the prior art indicates that the invention would have a reasonable likelihood of success. 
In re Dow Chemical Company, 837 F.2d 469, 5 U.S.P.Q.2d 1529 (Fed. Cir. 1988). 

The prior art must provide one of ordinary skill in the art with the motivation to 
make the proposed modifications needed to arrive at the claimed invention. In re Geiger, 
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815 F.2d 686, 2 U.S.P.Q.2d 1276 (Fed. Cir. 1987); In re Lalu and Foulletier, 747 F.2d 
703, 705, 223 U.SJ.Q. 1257, 1258 (Fed. Cir. 1984). Claims for an invention are not 
prima facie obvious if the primary references do not suggest all elements of the claimed 
invention and the prior art does not suggest the modifications that would bring the 
primary references into conformity with the application claims. In re Fritch,2l 
U.S.P.Q.2d, 1780 (Fed. Cir. 1992). In re Laskowski, 871 F.2d 115 (Fed. Cir. 1989). The 
Court of Appeals for the Federal Circuit warned that "the best defense against the subtle 
but powerful attraction of a hindsight-based obviousness analysis is rigorous application 
of 1he requirement for showing of the teaching or motivation to combine prior art 
references." In re Dembiczak, 175 F.3d 994 at 999 (Fed. Cir. 1999). The "question is 
whether there is something in the prior art as a whole to suggest the desirability, and thus 
the obviousness, of making the combination. WMS Gaming, Inc. v International Game 
Technology, 184 F.3d 1339 at 1355 (Fed. Cir. 1999). "[T]he showing must be clear and 
particular." In re Dembiczak, 175 F.3d 994 at 999 (Fed. Cir. 1999). Although with the 
answer in hand, the "solution" now appears obvious, that is not the test. The references 
must themselves lead those in the art to what is claimed. And in this case, there is simply 

no such teaching. 

1 . The claimed subject matter 
There are two independent claims: 

Claim 33, which defines a composition having two components: 
(a) a first intraoral portion which rapidly dissolves or disintegrates intraorally to 
release a therapeutically effective amount of at least one pharmaceutically active 
ingredient which is absorbed sublingualiy in a therapeutically effective level, 
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the active ingredient selected from the groxip consisting of Buprenorphine, 
Parecoxib, Aceclofenac, Buspirone, Ipsapirone, Fexofenadine, Loratadine, 
Dexbiomphenixamine, Temelastine, Verapamil, Amlodipine, Ergotamine Tartrate, 
Dihydroergotamine, Ondansetron, Prochlorperazine, Sildenafil, Alprostadil, Sufentanil, 
Lofentanil, Carfentanil, Nalbuphine, Droperidol, and Haloperidol, being present in an 
amount between 1 micrograms and 50 mg, which is absorbed ratralingually in an 
effective amount and has a rapid onset following intraoral administration; and 

(b) a second oral portion located within the first portion which is released into the 
gastrointestinal tract in a therapeutically effective amount after the intraoral portion has 
disintegrated or dissolved, wherein the second portion is either a sustained release or 
chewable formulation. 

This composition is limited to specifically named drugs, which are rapidly 
released sublingualis in an amount between one and 50 milligrams, which have a rapid 
onset following intraoral administration, in a first oral portion, and includes a second 
v portion that must be in a sustained release or chewable formulation. 

Claim 52 defines the active ingredient in the first intraoral composition as having 
a lower bioavailability upon oral administration when compared to intravenous 
administration. 

Claim 53 further limits the amount of active ingredient in the first intraoral 
composition to a dosage of between 10 micrograms and 30 mg. 

Claim 34 limits the specific compounds of Hie pharmaceutical composition of 
claim 33 wherein the active ingredient of the intraoral component undergoes first pass 
metabolism. 
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Claim 37 further limits unit dosage form to a multi-layer tablet wherein the 
second oral portion of the composition comprises one or more inner layers of the tablet 
and the fust intraoral component comprises one or more of the outer layers of the multi- 
layer tablet. 

Dependent claims 43-46 further limit the composition wherein the second oral 
component is in a sustained release formulation, wherein the sustained release is over a 
period of 0.5 to 24 hours, and the composition wherein the composition comprises a 
delayed release coating, and wherein release is delayed for a period of 0.5 to 12 hours, 
respectively. 

Claims 48 and 49 further specify that the first intraoral component disintegrates or 
dissolves within 10 minutes, when the composition is contacted with saliva during 
intraoral administration, and ifae second oral component remains intact until the intraoral 
administration of the first intraoral component has been delivered, respectively. 

Claim 41 also defines a two component formulation, 

A pharmaceutical composition comprising: 

(a) a first intraoral portion which rapidly dissolves or disintegrates intraorally to 
release a therapeutically effective amount of at least one pharmaceutical^ active 
ingredient which is absorbed sublingual^ in a therapeutically effective level, 

the active ingredient having a molecular weight not exceeding 350 daltons 
or an active ingredient selected from the group consisting of Buprenorphine, Parecoxib, 
Aceclofenac, Buspirone, Ipsapirone, Fexofenadine, Loratadine, Dexbrompheniramine, 
Temelastine, Verapamil, Amlodipine, Ergotamine Tartrate, Dihydroergotamine, 
Ondansetron, Prochlorperazine, Sildenafil, Alprostadil, Sufentanil, Lofentanil, 
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Carfentauil, Nalbuphine, Droperidol, and Haloperidol, being present in an amount 
between 1 micrograms and 50 nig, and having a rapid onset following intraoral 

administration, and 

the first intraoral portion comprising apharmaceutically acceptable 
effervescent agent which generates effervescence when contacted with salivary fluid; and 
(b) a second oral portion located wilhin the first portion which is released into the 
gastrointestinal tract in a therapeutically effective amount after the intraoral portion has 
disintegrated or dissolved. 

Claim 41 broadens me class of drugs to be administered by including any drugs 
having a molecular weight of less than 350 as well as the specifically named drugs, but 
further requires a pharmaceutical^ acceptable effervescent agent in the first oral portion, 
which is not required by ihe other group of claims discussed above. 

None of the prior art recognizes the importance of a two component drug, which 
effectively delivers a first drug (limited to those which can be delivered sublingually in 
an effective dosage) followed by a formulation of the same or a different drug which is 
swallowed and released for uptake at a significantly later time. 

2. Rejection of claims 33-43, 45, 47, and 49-57 OS obvious under 35 U.S.C. 
103 over U.S. Patent No. 5,053.032 to Barclay, et al. 
Barclay 

Barclay does not disclose the drugs that are claimed, as the examiner has correctly 
noted. Barclay does not disclose a first component for sublingual administration, only 
buccal. 
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The examiner refers to col. 12, line 23, as disclosing the claimed amount of drug. 
However, this section refers to an amount between 0.05 ng and 500 mg (a huge range) 
"of drug, carrier, fills, extipients, etc. with individual devices containing for example, 
25 ng, 1 mg, 5 mg, 125 mg, 250 mg, 500 mg, and the like". This is not the same as 
disclosing a discrete amount of active agent which is released sublingually of between 
one and fifty milligrams. 

Barclay not only does not disclose the claimed drugs, but the examiner makes no 
correlation between the drugs that are disclosed (the examiner refers to prochlorperazine, 
nitroglycerin, etc on page 5 of the office action) and the claimed drugs. All of me drugs 
Barclay describes, snch as prochlorperazine and mtroglycerine, are for immediate release 
and uptake. 

Barclay also does not disclose Ihe use of a sustained release or chewable 
formulation which is swallowed, nor does he lead one of skill in the art to substitute such 
formulations for those that he does describe. Barclay describes an osmotic device. 
Indeed, Barclay teaches away from either a sustained release or a chewable second 
portion. The one embodiment with an HPMC coating might delay release of the second 
component but would not result in sustained release. Chewing would destroy an osmotic 
device. 

Barclay describes a device that is designed to deliver the same drug into the oral 
cavity and, optionally, into the GI liact - Hie device has only one drug reservoir (see Fig. 
1,2, 3, 4 and col. 8, lines 31-35). This device cannot be used to deliver two different 
drugs as described by Hirsh et al. and, therefore, distinctively different. 
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Barclay's device is "designed to be retained in the mouth for periods on the order 
of about 0.5 to 12 hours" (col. 7, lines 35-36). Hirsh describes a composition wherein the 
first component [that contains drug to be absorbed in the mouth into the systemic 
circulation] "disintegrates or dissolves within 10 minutes, when composition is contacted 
with saliva" (the examiner's comment that appellants have no such claim is in error - the 
attention of the Board is dixected to Claim 48). Barclay indeed discloses a variety of 
drugs that can be delivered using the device (col. 10, line 50 to col. 1 1, line 35), however, 
only one drug can be delivered using Barclay's device (see above). The drug could be 
cither one intended for absorption within the oral cavity (e.g. nitroglycerine) or drug 
intended for absorption within the GI tract (e.g. prochlorperazine). Applicants' 
composition allows for administration of drug intended for absorption within the oral 
ravity followed by drug intended for absorption within the GI tract. 

Applicants select and use the drugs for delivery within the oral cavity based on 
their ability to be absorbed through the oral mucosa membrane. Barclay makes no 
distinction between two different classes of drugs: (a) drugs that are released within the 
oral cavity and absorbed within the oral cavity and (b) drugs that are released within the 
oral cavity, then swallowed with saliva, and finally absorbed in the GI tract. Applicants 
have designed a composition that can deliver drugs from both classes in a single dosage 
form, 

The examiner's argument that limitations such as "chetvable" and for 
"sublingual" versus for "buccal" delivery are not meaningful, but merely intended use 
limitations. This is mere semantics. Those skilled in the art know the difference between 
a formulation that is chewable and one that is not. For example, an enteric coated tablet 
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is not considered "chewable" since the coating is intended to protect passage of the drug 
through the stomach - chewing it first would remove the protective coating. 
Formulations for sublingual delivery versus buccal delivery must be shaped and formed 
of a material that will fit under the tongue and dissolve rapidly, as well as contain a drug 
that can be safely and effectively delivered into the blood stream by absorption at a site 
underneath the tongue. These are not mere "intended use" limitations; they are 
limitations those skilled in the art would understand are critical as to the selection of the 
drug and dosage and carrier. 

Accordingly, nothing in Barclay would lead one skilled in the art to the subject 
matter of claims 33, 41 and 55, and claims dependent thereon. 

3. Rejection of claims 33-43, 45, and 47-57 as obvious under 35 USC. 103 
over U.S. Patent No. 5, 702, 723 to Griffin in view of U.S. Patent No. 4 S 661492 to Lewis, 
etal 

Griffin 

Griffin teaches "a multi-stage delivery system in the form of a pill having an outer 
layer comprising an active substance or substance that will dissolve and have a beneficial 
effect somewhere in the mouth or upper respiratory area with the subsequent layers 
dissolving and the contained substances acting deeper within the body such as in the 
gastro-intestinal area or systemically" (col 3, lines 8-13). 

Griffin emphasizes the fact that "saliva-soluble" active ingredient of an external 
layer is " locally acting agent providing a condition-related therapeutic effect in the 
mouth, esophagus or bronchial tract' 1 (col. 6, lines 33-35). The active ingredient of an 
internal layer is internally or svstemicallv active" (col. 6, lines 23-24). Both active 

4 ~ CPI02QS5337/9 



PAGE 15/28 1 RCVDAT 10113120(4 4:23:05 PM [Eastern Daylight Time] • SVR:USPTO-EFXRF-1/0 " DNIS:8729306 * CSID: ' DURATION (mm-ss):G742 



OCT. 13. 2004 4:26PM PABST PATENT GROUP NO. 1812 P. 

U-S.S.N. 09/858,016 
Filed: May 15, 2001 
APPEAL BRIEF 

ingredients of Applicants' composition are svstemically acting agents that are absorbed 
into the bloodstream at the different sites of the human body: first ingredient within the 
oral cavity and the second ingredient within the OI tract. 

As the Examiner notes, Griffin describes drugs in a coating of HPMC, which 
would delay release (see Griffin, col. 4, lines 5-23), with an outer coating of a substance 
that dissolves rapid and tastes good (col. 3, lines 24-25). "The outer coating can include 
calcium carbonate" , This does not teach a coating that is dissolved and absorbed 
sublingually. Indeed, as noted in the article submitted with the last response, the ability 
of a drug to be absorbed sublingually depends on its ionization state that is controlled by 
pfL It is as likely that calcium carbonate would prevent sublingual absorption of many of 
the disclosed drugs as it is that it would allow sublingual absorption, absent a teaching 
that the pH must be adjusted appropriately ! 

There is no disclosure of the claimed dosage. The only dosage referenced is at 
col. 3 , lines 46-47, which refers to administration of 325 or 405 mg of aspirin - 
significantly more than the claims one to fifty for sublingual delivery from the first 
component, as claimed. 

There is no disclosure of the time periods for delayed release from the second 
component as defined by the dependent claims, 
Lewis 

Lewis merely discloses a particular combination of naltrexone with 
buprenorphine for parenteral or sublingual delivery. Lewis does not describe a first 
component which must be delivered sublingually and a second which must be swallowed, 
for sustained release, or chewed and swallowed. 
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As the examiner correctly pointed out, Lewis requires 0.1 to 0.4 mg; appellants 
claim the use of between one and fifty mg. 

There is no teaching that would lead one to substitute the drugs of Lewis for the 
drugs of Griffin, nor even if they did, would the resulting combination lead to the claimed 
drug formulation, much less with any reasonable expectation of success. Accordingly, 
Giffin in combination with Lewis does not make obvious the subject matter of claims 33- 
43, 45, and 47-57. 

4. Rejection of claims 44 and 46 as obvious under 35 U.S. C 1 03 over U.S. 
Patent No. 5, 702, 723 in view of U.S. Patent No. 4,814,181 to Jordan, et al 
Griffin is discussed above. 
Jordan 

With respect to claims 44 and 46, Jordan does not make up for the deficiencies of : 
Griffin. Claim 44 requires that the first component be within an effervescent coating that 
releases drug instantly sublingually. Claim 46 requires a first component formulated for 
sublingual release in combination with either a chewable or sustained release second 
component, further including a delayed release coating. Griffin does not lead one skilled 
in the art to make a formulation containing a first drug that must be delivered 
sublingually, in combination with an effervescent coating. Indeed, Jordan is such a 
specialized device, and so different from what is claimed, it is impossible to see how or 
why anyone would be led to combine any of its disclosure with that of Griffin. The 
device of Jordan is an osmotic device, like that of Barclay. There is nothing that would 
provide for an immediate release of the first component, much less in an effervescent 
form. Accordingly, claim 44 is not obvious from Griffin and Jordan. 
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Claim 46 is also not obvious. As discussed above, Griffin does not make obvious 
claim 33. Therefore, claim 46, -which recites that the device incorporates a delayed 
release coating, does not make up for the deficiencies of Griffin and claim 46 is not 
obvious over the combination of Griffin and Jordan. 

In summary,, Jordan does not teach two formulations which deliver in different 
locations, one sublingually, and one after the remaining device is swallowed, where the 
second device, not the first, is coated so that delayed release occurs within a defined time 
period. 

5. Rejection of claims 33-39, 42-50, 52, 53, and 55-57 as obvious under 35 
U&C. 103 over GB 800,973 to Sterling in view of US. Patent No. 4,661,492 to Lewis, et 
al 

The rejection of claim 33 is stated to be due to appellants* removal of the 
limitation of 'the ingredient having a molecular weight not exceeding 350 Daltons" This 
makes no sense, since the claim was actually narrowed to define a composition 
containing only the recited compounds (Buprenorphine 3 Parecoxib, Aceclofenac, 
Buspirone, Ipsapirone, Fexofenadine, Loratadine, Dexbromphenkaniuie, Temelastine, 
Verapamil, Amlodipine, Ergotamine Tartrate, Dihydroergotamine, Ondansetron, 
Prochlorperazixue, Sildenafil, Alprostadil, Sufentanil, Lofentanil, Carfentanil, Nalbuphine, 
Droperidol, and Haloperidol) in a dosage of between one and fifty milligrams in the first 
component. None of the named drugs in the defined dosage are described in either GB 
800,973 or Lewis. 
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GB 800,973 Sterling 

GB 800 863 describes a two component drug delivery device. There is no 
disclosure of anything resembling an immediate release, effervescent coating containing 
the first agent to be released, 

Leslie is discussed above. U.S. Patent No. 4,322,433 to Leslie fails to make up 
for the deficiencies of GB 800,973. Leslie does not disclose the claimed drug dosage. 
Sterling does not disclose the claimed drug dosage. Leslie leads one skilled in the art to 
formulations containing drug such as nitroglycerine -which readily dissolves in the 
absence of any coatings or additives, for delivery to the skin, i.e. s percutaneous delivery 
(see abstract). 

GB 800 973 also fails to describe a second component which is either chewable or 
provides sustained release. Leslie also fails to make up for this deficiency, nor would 
either lead one skilled in the art to make such a modification to what is disclosed in GB 
800 973 ? as claimed. GB 800 973 discloses only immediate release formulations, and 
emphasizes the need for rapid release, thereby teaching away from a sustained release 
formulation. Leslie describes formulations containing lipophilic carriers for transdermal 
or percutaneous delivery. Although these may provide sustained release, one skilled in 
the art would never combine a transdermal formulation with an oral formulation. 
According, claims 33 and 55, and claims dependent thereon, are not obvious from GB 
800 973 alone or in combination with Leslie. 

6. Summary 

The claims recite either that the two component formulation has a chewable or 
sustained release second component for oral ingestion following immediate release 
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sublingually of a first component (claims 33 and 55, and claims dependent thereon) or an 
effervescent first component which is released and absorbed sublinguaUy (claim 44, and 
claims dependent thereon). 

Sublingual release and absorption is quite different from other types of oral 
delivery. An article from the internet which provides a concise explanation of sublingual 
absorption and the mechanics thereof was enclosed with the last response, A number of 
factors are critical to the amount of absorption. The examiner has apparently not taken 
into consideration either document provided with the last response to show why those 
skilled in the art would not reach the conclusions that were used as the basis for the 
rejection. 

The standard under 35 U.S.C 103 for obviousness is quite clear: not only must 
the references disclose each claimed feature, but the motivation to combine as applicants 
have done, with a reasonable expectation of success. The motivation must come from the 
* references themselves, not merely an assertion that such a combination would be obvious. 

None of the prior art discloses or leads one of ordinary skill in the art to a drug L 
formulation which contains (1) a component which is rapidly released in the mouth, has a 
low molecular weight under 350 daltons or is one of the listed drugs, present in a dosage 
between 1 microgram and 50 mg, which is absorbed sublinguaUy, in combination with 
(2) an inner second component which is released after swallowing. The prior art does not 
teach the selection of an agent for sublingual administration, which is rapidly released 
and absorbed, Accordingly, the prior art neither discloses nor makes obvious the claimed 
subject matter. 
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(9) SUMMARY AND CONCLUSION 

The claims are definite as required under 35 U.S.C. 112, second paragraph. The 
claims are neither disclosed by nor obvious over the cited art, alone or in combination. 

For the foregoing reasons, Appellants submit that the claims 33-57 are patentable. 



Respectfully submitted, 




Date: October 13, 2004 
Pabst Patent Group LLP 
400 Colony Square, Suite 1200 
1201 Peachtree Street 
Atlanta, Georgia 30361 
E-mail: patre a@pabstpatent.com 
Telephone: 404-879-2151 
Facsimile: 404-879-2160 
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Appendix: Claims On Appeal 

33* (previously presented) A pharmaceutical composition comprising: 

(a) a first intraoral portion -which rapidly dissolves or disintegf ates intraorally to 
release a therapeutically effective amount of at least one pharmaceutical^ active 
ingredient which is absorbed sublingually in a therapeutically effective level, 

the active ingredient selected from the group consisting of Buprenorphine, 
Farecoxib, Aceclofenac, Buspirone, Ipsapirone, Fexofenadine, Loratadine, 
Dexbrompheniramine, Temelastine, Verapamil, AnnJodipfne, Ergotamine Tartrate, 
Dihydroergotamine, Ondansetron, Prochlorperazine, Sildenafil, Alprostadil, Sufentanil, 
Lofentanil, Carfentanil, Nalbuphine, Droperidol, and Haloperidol, being present in an 
amount between 1 micrograms and 50 mg, and having a rapid onset following intraoral 
administration; and 

(b) a second oral portion located within the first portion which is released into the 
gastrointestinal tract in a therapeutically effective amount after the intraoral portion has 
disintegrated or dissolved, wherein the second portion is either a sustained release or 
chewable formulation. 

34. (previously presented) The pharmaceutical composition of claim 33 
wherein the active ingredient of the intraoral component undergoes first pass metabolism, 

35. (Original) The pharmaceutical composition of claim 33 in a tablet ot 
capsule unit dosage form. 

36. (Original) The pharmaceutical composition of claim 35 wherein the unit 
dosage form is a tablet and the second oral portion of the composition is an inner core of 
the tablet surrounded by an outer coating of the first intraoral component. 
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3 7. (Original) The phaimaceutical composition of claim 35 wherein the unit 
dosage fonn is a multi-layer tablet wherein the second oral portion of the composition 
comprises one or more inner layers of the tablet and the first intraoral component 
comprises one or more of the outer layers of the multi-layer tablet. 

38. (Original) The pharmaceutical composition of claim 36 wherein the outer 
coating is a film coat that is applied as a layer to the inner core, 

39. (Original) The pharmaceutical composition of claim 36 wherein the outer 
coating is a compf ession coat that is compressed around the inner core. 

40. (Original) The pharmaceutical composition of claim 33 comprising an 
outer film coating comprising at least one pharmaceutically acceptable coating polymer 
selected from the group consisting of cellulose, hydroxypropyl methylcellulose, methyl 
cellulose, polyvinylpyrrolidone, and polyethylene glycol, a pharmaceutically acceptable 
plasticizer, a pharmaceutically acceptable glidant and a pharmaceutically acceptable 

, colorant 

41 . (previously presented) A pharmaceutical composition comprising: 

(a) a first intraoral portion which rapidly dissolves or disintegrates intraorally to 
release a therapeutically effective amount of at least one pharmaceutically active 
ingredient which is absorbed sublingually in a therapeutically effective level, 

the active ingredient having a molecular weight not exceeding 350 daltons 
or an active ingredient selected from the group consisting of Buprenorphine, Parecoxib, 
Aceclofenac, Buspirone, Ipsapirone, Fexofenadine, Loratadine, Dexbrompheniramine, 
Temelastine, Verapamil, Amlodipine, Ergotamine Tartrate, Dihydroergotamine, 
Ondansetron, Prochlorperazine, Sildenafil, Alprostadil, Sufentanil, Lofentanil, 
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Carfentanil, Nalbuphine, Droperidol, and Haloperidol, being present in an amount 
between 1 micrograms and 50 mg, and having a rapid onset following intraoral 
administration, and 

the first intraoral portion comprising a pharmaceutically acceptable 
effervescent agent which generates effervescence when contacted with salivaty fluid; and 
(b) a second oral portion located within the first portion which is released into the 
gastrointestinal tract in a therapeutically effective amount after the intraoral portion has 
disintegrated or dissolved, 

42. (Original) The pharmaceutical composition of claim 33 comprising a 
pharmaceutical^ acceptable flavoring agent in the first intraoral component. 

43. (Original) The pharmaceutical composition of claim 33 wherein the 
second oral component is in a sustained release formulation. 

44. (Original) The pharmaceutical composition of claim 43 wherein the 
sustained release is over a period of 0,5 to 24 hours, 

45. (Original) The pharmaceutical composition of claim 33 comprising a 
delayed release coating. 

46. (Original) The pharmaceutical composition of claim 45 wherein release is 
delayed for a period of 0.5 to 12 hours. 

47. (Original) The pharmaceutical composition of claim 33 wherein the 
second oral component is chewable and comprises at least one pharmaceutical^ 
acceptable excipient suitable for a chewable medication and a flavoring agent. 
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48. (Original) The pharmaceutical composition of claim 33 wherein the first 
intraoral component disintegrates or dissolves within 10 minutes, when the composition 
is contacted with saliva during intraoral administration. 

49. (Original) The pharmaceutical composition of claim 33 wherein the 
second oral component remains intact until the intraoral administration of the fiTst 
intraoral component has been delivered. 

50. (Original) The pharmaceutical composition of claim 33 further 
comprising a pharmaceutical^ acceptable signaling system located between the first 
intraoral component and the second oral component that is detectable by the patient upon 
substantial release of the pharmaceutical^ active ingredient in the first intraoral 
component. 

51 . (previously presented) The pharmaceutical composition of claim 41 
wherein the pharmaceutical^ active ingredient in the first intraoral component having a 
molecular weight not exceeding 350 Daltons is selected from the group consisting of 
analgesics, antihistamines, antidianheals, anxiolytics, hypnotics, stimulants, 
cardiovascular drugs, pulmonary drugs, anti-hypertensives, anti-emetics, anti- 
inflammatory drugs, renal drugs, steroids, drugs for neurological disorders, anti-psychotic 
drugs, drugs for treating endocrine disorders, drugs for promoting immune response, 
drugs for treating osteoarthritis, drugs for treating glaucoma, drugs for treating allergic 
rhinitis, drugs for treating anemias and other hematological disorders, drugs for treating 
infectious diseases, drags for the treatment and symptoms of cancer, drugs for insomnia, 
and antidiabetic drugs. 
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52. (Original) The pharmaceutical composition of claim 33 wherein the active 
ingredient in the first intraoral composition has a lower bioavailability upon oral 
administration when compared to intravenous administration. 

53 . (Original) The pharmaceutical composition of claim 3 3 wherein the active 
ingredient in the first intraoral composition is in a dosage of between 10 micrograms and 
30 mg. 

54. (previously presented) The pharmaceutical composition of claim 41 
wherein the active ingredient has a molecular weight of less man 350 Daltons. 

55. (previously presented) A process for the preparation of a pharmaceutical 
composition in unit dosage 

(a) a first intraoral portion which rapidly dissolves or disintegrates intraorally to 
release a therapeutically effective amount of at least one pharmaceutical^ active 
ingredient which is absorbed sublingually in a therapeutically effective level, 

the active ingredient selected from the group consisting of Buprenorphine, 
Parecoxib, Acedofenac, Buspirone, Ipsapirone, Fexofenadine, Loratadine, 
Dexbrompheniramine, Temelastine, Verapamil, Axnlodipine, Ergotamine Tartrate, 
Dmydroergotanime, Ondansetron, Prochlorperazine, Sildenafil, Alprostadil, Sufentanil, 
Lofentanil, Carfentanil, Nalbuphine, Droperidol, and Haloperidol, being present in an 
amount between 1 micrograms and 50 mg, and having a rapid onset following intraoral 
administration; and 

(b) a second oral portion located within the first portion which is released into the 
gastrointestinal tract in a therapeutically effective amount after the intraoral portion has 
disintegrated or dissolved, 
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which comprises the steps of: 

(i) providing the second oral component as an inner tablet core or as at 
least one layer of a multi-layer tablet core or as an uncoated capsule, wherein the second 
oral component is either a sustained release or chewable formulation; and 

(ii) applying the first intraoral component as an outer layer or as several 
outer layers forming an outer coating on the first portion. 

56. (Original) The process of claim 55 wherein the active ingredient exhibits 
first pass metabolism. 

57. (Original) The process of claim 55 wherein the active ingredient has a 
molecular weight of less than 350 daltons. 



24 



CP loj 035337/9 



PAGE 27/28* RCVD AT 10113/20044:23:05 PM [Eastern Daylight Time)* SVR:USPT0-EFXRF-1/D* DNIS:8729306 ■ CSID: ' DURATION (mm-ss):0742 



OCT. 1 3. 2004 4:29PM PABST PATENT GROUP NO. 1812 P. 

tIS.S.N. 09/858,016 
Filed: May 15, 2001 
APPEAL BRIEF 

TABLE OF CONTENTS 



(1) 


REAL PARTY IN INTEREST 


(2) 


RELATED APPEALS AND INTERFERENCES 


(3) 


STATUS OF CLAIMS ON APPEAL 


(4) 


STATUS OF AMENDMENTS 


(5) 


SUMMARY OF THE INVENTION 


(6) 


ISSUES ON APPEAL 


(7) 


GROUPING OF CLAIMS 


(8) 


ARGUMENTS 


(a) The Claimed Invention 




(a) Rejection Under 35 U.S.C. § 112 




(b) Rejections Under 35 U.S.C. § 103 


(9) 


SUMMARY AND CONCLUSION 



Certificate of Mailing 
Appendix I: Claims On Appeal 
Table of Contents 



CP 102035337/9 



25 



PAGE 28/28 * RCVD AT 1(11312004 4:23:05 PM [Eastern Daylight Time]* SVR:USPTO-EFXRF-1/0 * DNIS:8729306 * CSID: * DURATION (mm-ss):0742 



OCT. 13. 2004 4:22PM PABST PATENT GROUP 



NO. 1812 P. 1 



PABST PATENT 
GROUP 




WNffiWL FAX OJMTEF 

OCT 1 3 2004 



Pabst Patent Group LLP 
400 Colony Square, Suite 
1200 

1201 Peachtree Street 
Atlanta, GA 30361 

Telephone (404) 879-2150 
Telefax (404) 879-2160 

infonnation@p ab stp a tent . com 
www.pabstpatent.com 



TELEFAX 



Date: 
To: 



October 13, 2004 
USPTO 



From: Patrea Pabst 

Our Docket No. CP 102 
Your Docket No. 



7F 

Total pages: with fax cover ^0 
Telephone: Telefax: 703-872-9306 

Telephone: 404-879-2151 Telefax: 404-879-2160 
Client/Matter No. 085337/9 



Please call (404) 879-2150 if you did not receive all of the pages, or if they are illegible. 



Baving in any maflne*. Your cooperation is appreciated. Thank you. 



or 



MESSAGE: 



IN THE UNITED STATES PATENT AND TRADEMARK OFFICE 

Applicant: Jane C. Hirsh, Kamal K. Midha, and Whe-Yong Lo 



Serial No.: 09,858,016 



Ait Unit: 1616 



Filed: 



May 15,2001 



Examiner: Sharmilas Gollamudi 



For PHARMACEUTICAL COMPOSITION FOR BOTH INTRAORAL AND 
ORAL ADMINISTRATION 



{4S0514O3.1} 



PAGE 1(28 ' RCVD AT 10/1312004 4:23:05 PM [Eastern Daylight Time] * SVR:USPTO-EFXRF-1/0 * DNIS:8729306 * CSID: * DURATION (mm-ss):0742 



OCT. 1 3. 2004 4:22PM PABST PATENT GROUP 



OCT 1 3 2004 



NO. 1812 P. 2 



i lniW ihfr Paperwork Redl| g|[nn W rtf 1 fflff no P°rsom 



PTO/SB/21 (09-04) 
Approved for use through Q7/3iy2006. OMB 06S1-0031 
U S Patent and Trademark Office; U.S. DEPARTMENT OF COMIVieftCE 
TBn.nm] to restfo nri 1ft fl crifarifan *rf .UfamwHon unless H diaplavS a VfllW AMP Cflmrcl flUm^r. 



TRANSMITTAL 
FORM 

(to to tised for ati corflssponfanca affer/nffla/ fftinflj 



Total Number of Pggea *m This Subrn'sBwn 



Application Number 



09/858,016 



Filing Dale 



May 15, 2001 



First Named Inventor 



Jane C. Hirsh 



Art Unit 



1616 



Examiner Name 



Sharmlias Goliamudi 



Attorney Docket Number 



CP 102 



ENCLOSURES (Cnec* *u that app/W 



0 
□ 



□ 
□ 
□ 

□ 

n 



Fee Transmittal Form 
Fee Attached 

Amendmant/Repry 
After Final 

Affidavit6/declaratlon(s) 
Extension of Time Request 
Express Abandonment Request 
Information Disclosure Statement 



Certified Copy of Priority 
Documents) 

Reply to Missing Parts/ 
Incomplete Application 

□ Raply to MiBsinfl Parte 
under 37 CFR 1.52 or 1.53 



□ 
□ 

□ 
□ 
□ 
□ 
□ 
□ 



Drawing (s) 

Ucensing-ralated Papers 
Petition 

Petition to Convert to a 
Provisional Application 
Power of Attorney, Revocation 
Change Of Correspondence Address 



Terminal Disclaimer 
Request for Refund 

CD, Number of CD(s) 

[^ ~| Landscape Table on CD 
|_Ramarks I ' 



After Allowance Communication to TC 



Appeal Communication to Board 
Of Appearand Interferences 



□ 

HA^a^^mm^mRation to TC 
{Appeal Notfw, Brief, Reply Brief) 

[_ 1 Proprietary Information 

| | Status Letter 

□ Other Endosure(s) (pleGS© Identify 
below): 



[GNAT U RE OF APPLICANT, ATTORNEY, OR AGENT 



Firm Name 



f 3 atetPsitent Group LLP 




CERTIFICATE OF TRANSMISSION/MAILING 



I hereby certHy that this correspondence Is being facsimile transmitted to the USPTO or deposited £th U^iM States P^S^fflh 
sufficient postage as first class mail in an envelope addressed to: Comm.SS.oner for Patents, P.O. Box 1450. Alexandria, VA 22313-1450 on 
the date shown below: 



Signature 



\ Typed or printed nama_ 



Chandra Russell 



Date 



October 13, 2004 



This 

process) 



. infnrwnM - M i« rnnniT-ri hv 37 CFR 1 5 The InformoUort Is required to obtain or retain a Oenafit by the public which is to lile (and by the USPTQ to 
wlfecllmiif hjnnatar ^^^^V^^^^^J^ 37 CFR t.11 endl.14. This collection Is Badmalcd to Z houra to comply, includi^ 
"T^ 8 ^^ "nme win vary fepentfhg upon me Indtvidueil case. Any on tha 

gatherng pftpa^ng and Wbm^g the^ J r InfOrTPtnJun Officer, US, Patent and 

ISSSS, SENO TO; commissions tor Patents. P.O. Box 1450, Alexandria, VA 22313-145D. 

tfyou noed assistance to completing ine form, call 1-800-PTO-91$& anrf sefecr option 2. 



CP 102 065337/9 



PAGE 2/28 * RCVD AT 10/1312004 4:23:05 PM pastern Daylight Time] * SVR:USPTO-EFXRF-110 * DNIS:8729306 * CSID: * DURATION (mm-$s):0742 



OCT. 13. 2004 4:23PM PABST PATENT GROUP 



NO. 1312 P. 3 



_UP.<teL 



PTQ/SB/17 (10-04) 
Approved for use through 07/31/2006. OMB 0G51-0Q32 
U.S. Patent and Trademark Office: U.S. DEPARTMENT OF COMMERCE 
the Paperwork Reduction Act of 1flQ5, no Daemons are require d to n^nond to a oonEcfon of Informalion unl^fe il dif pips a valid QMB control number. 



FEE TRANSMITTAL 
for FY 2005 

Effective 10/01/2004. Patent fees aro subject to annual revision. 



f/1 Applicant claims small entity status. See 37 CFR 1.27 



TOTAL AMOUNT OF PAYMENT 



($) o.oo 



Complete if Known 



Application Number 



Filing Date 



First Named Inventor 



Examiner Name 



Art Unit 



Attomgy_pocket No. 



09/858,016 



May 15, 2001 



Jane C- Hirsh 



Sharmilas S. Gollamudi 



1616 



CP 102 



METHOD OF PAYMENT (check all that apply) 



Q Check [] Credit card | | Money Q other [J None 
f/1 Dapostt Account 



Deposit 
Account 
Number 
Deposit 
Account 
Name 



50-3129 



Pabst Patent Group LLP 



I.BASIC FILING FEE 
Large Entity Small Entity 



The Director Is authorized to: (check all that eppty) 
7]cnargefee(s) indicated below [7j Credit any overpayments 
T] Charge any additional fee<s) or any underpayment of fea(s) 
^jcharge fee{3) indicated below, except for tha filing f*c 
to the above-identified deposit account. 



FEE CALCULATION 



Fe e Fee 
tfode {*} 

1001 790 

1002 350 

1003 550 

1004 790 
100$ 160 



FooFee 
Code [» 

2001 395 

2002 175 

2003 275 

2004 395 

2005 30 



Fee Dafierlpflon , Fee Paid 

Utility filing fee 
Design filing fee 
Plant filing fee 
Reissue filing fee 
Provisional filing fee 

SUBTOTAL (1) [(ST 0.00 



2. EXTRA CLAIM FEES FOR UTILITY AND REISSUE 

Fee from 

Ex tra Claim s h gto w Fee Paid 

Total Claims \~25l w =CD * I ™* J 
Independent \ 
Cleims 1 
Multiple Dependent 



3~1 -3" = 




Lar^e Entity 


Small EntiW 


Fee Fee 
Code (S) 


Fee Fee 
Code ($) 


1202 18 


2202 0 


1201 68 


2201 44 


1203 300 


2203 150 


1204 es 


2204 44 


1205 1B 


2205 9 



Fea DwjrloJflgn 

Claims In excess of 20 

Independent claims in excess of 3 

Multiple dependent daim, if not paid 

" Reissue independent claims 
over original patent 

** Reissue claims In excess of 20 
and over original p&tent 



SUBTOTAL (2) 

"or number pre\nou9ty paid, if greater, RprfSssm 



0.00 



sq» above 



FEE CALCULATION (continued) 



3. ADDITIONAL FEES 
Largo Entity i Small Entity 



1503 
1460 
1S07 
1B08 
0021 
1609 



660 
130 

50 
180 

40 
790 



1910 790 



1B01 
1802 



Fee Description) 



Fee Fee Fee Fee 
code ($) Code (f) 

1051 130 2051 65 Surcharge- late filing fee or oath 

1052 50 2052 25 Surcharge - late provisional fifing fee or 
cover sheet 

1053 130 1053 130 Non-Engusn specification 

1812 2,620 1612 2.520 for filing a reqve at for ex parte reexamination 

1804 920* 1BOA 920* Requesting publication of SIR prior to 
Examiner action 

1605 1,640* 1805 1,540* Requesting publication of SIR after 
Examiner action 

1251 110 2251 55 Extension for reply within first month 

1252 430 2252 215 Extension for reply witnln second month 
1263 960 2253 4S0 Extension for reply within third month 

1254 1,530 2254 765 Extension for reply within fourth month 

1255 2,060 2255 1 .040 Extension for reply within fifth month 

1401 340 2401 170 Notice of Appeal 

1402 340 2402 170 Filing a brief in gup port of an appeal 

1403 300 2403 1 50 Request tor oral hearing 

14511,510 1451 1.510 Petition to Institute, a public use proceeding 

1452 110 2462 55 Petition to revive - unavoidable 

1453 1,330 2453 665 Petition to revive - unintentional 

1501 1,370 2501 685 Utflityiesuafee(or rei3Sue) ' 

1502 490 2502 245 Design Issue fee 

2503 330 Plant Issue tee 

1460 130 Petitions to the Commissioner 

1807 50 Processing fee under 37 CFR 1.1 7(q) 

1 606 180 Submission of information Disclosure Stmt 

fl02t 4d Recording, eaen patent assignment per 
property (times number of properties) 

2009 395 Filing a submission after final rejection 
(37 CFR 1.129(a)) 

2610 395 For each additional Invention to be 
examined (37 CFR 1.129(b)) 

790 2B01 395 Request for Continued Examination (RCE) 
900 1802 800 Raquest for expedited examination 
of a design application 



Fee Paid, 



Other fee (specify) ; 

'Reduced by Basic Fifing Fee Paid 



SUBTOTAL (3) |($) 



0,00 



SUBMITTED BY 



NairiG (Print/Type) 



Signature 



(Complete (V applicable)) 



Patrea'L Pabs 



i Rogistratton No. I nt>A 



Tetephone (404) 879-2151 



Date 



October 13, 2004 



WARNING: Information on this form may become public. Credit card information should not 
be included on this Form. Provide credit card information and authorization on PTO-2033. 

This collection of information is required by 37 CFR 1.17 and 1.27. The Information ie required to obtain or retein a benefit by the public which i3 to file (end by the 
USPTO to process) an application. Confidantiafity te governed by 35 U.s.c. 122 and 37 CFR 1.14. This collection Is estimated to take 12 minutes to complete, 
including gathering, preparing, and submitting the completed application form to the USPTO. Time wilt vary depending upon the individual case. Any comments on 
the amount of time you require to complete this form and/or suggestions for reducing ihto burden, should be sent to the Chief Information Officer, U.S. Patent and 
Trademark Office, U.S. Department of Commerce, P.O. Box 1450, Alexandria, VA 22313-H50. DO NOT SEND FEES OR COMPLETED FORMS TO THIS ADDRESS. 

CP1Q2 08S337/9 



SEND TO: Commissioner for Patents, Box 1450, Alexandria, VA 22313-1450, 

«■ 1 :_l : nmtri OA/t DTH 

PAGE 3128 * RCVD AT 10/1312004 4:23:05 PM [Eastern Daylight Time] * SVR;USPTO=EFXRJ=-1/0 ' DNIS:8729306 * CSID: " DURATION (mm-ss):07-42 



ckrtcLT^ r\ n tin n O 



